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CLAIMS 

1. A compound having the formula la or lb 




aa) (">) 

wherein: 

P represents a 5- or 6-membered heteroaromatic ring containing one or two heteroatoms 
selected independently from N, O and S of which at least one heteroatom is nitrogen; 

R 1 is hydrogen; 

R 2 is selected from: Ci^alkyl, cyano, halogen, (CO)OR 10 , and CONR 10 R n ; 

R 3 is selected from: Cwalkyl, cyano, nitro, (CO)OR 4 , Ci^alkylNR 4 R 5 , OCa^aucylNRV, 
CONR^.SOaR 4 , OS0 2 R 4 and (S0 2 )NR 4 R 5 ; 

R 4 is selected from: hydrogen, CF 3 and Ci-ealkyi; 

R 5 is selected from: hydrogen, Ci^alkyl, C^alkylNR^ 7 and; wherein R 4 and R 5 may 
together form a 4-, 5-, 6- or 7-membered heterocyclic group containing one or more 
heteroatoms selected independently from N, O and S, wherein said heterocyclic group may 
optionally be substituted by a group Y; 
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R 6 and R 7 are independently selected from hydrogen, C^alkyl, (CO)Ci. 6 alkyl, and wherein 
R 6 and R 7 may together form a 5- or 6-membered heterocyclic group containing one or 
more heteroatoms, selected independently from N, O and S, wherein said heterocyclic 
group may optionally be substituted by a group Y; 

R 8 and R 9 are independently selected from: hydrogen and C^alkyl and wherein R 8 and R 9 
may together form a 5- or 6-membered heterocyclic group containing one or more 
heteroatoms, selected independently from N, O and S; 

R 10 is selected from hydrogen and C M alkyl; 

R 11 is selected from hydrogen, C^aUcyl, d_ 6 alkylCN, Co-ealkylaryl, C 2 -6alkylOR 8 , C x _ 
6 alkyl(CO)NR 6 R 7 , Ci^alkyl(S0 2 )R 6 , Ci^aUcyl(S0 2 )NRV, Co^alkylheteroaryl, Co- 
6 alkylC 3 -6heterocyclic group and Ci.ealkylNR^ 7 ; and wherein any Co-ealkylaryl and Co- 
6 alkylheteroaryl may be substituted by one or more group Z; and wherein any Co^alkylC 3 - 
6heterocyclic group may be substituted by one or more group Y; 

Z is selected from halo, Chalky!, Ci_ 6 alkoxy, OCF 3 and CF 3 ; 

Y is selected from: oxo, C 2 -6alkylOR 8 , Ci^alkyl, C^alkylaryl, Co-ealkylheteroaryl, OR 8 
and C 2 -6alkylNR 8 R 9 ; 

misO, 1,2, 3 or 4; 

nisO, 1, 2, 3 or 4; 

as a free base or a salt, or a tautomer thereof. 
2. A compound according to claim 1, wherein; 

P represents a 6-membered heteroaromatic ring containing one heteroatom selected 
independently from N and O; 
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R 2 is selected from: cyano, halogen, (CO)OR 10 , and CONR 10 R n ; 

R 3 is selected from: cyano, nitro, Ci^alkylNR^ 5 , OC 2 ^alkylNR 4 R 5 , CONR 4 R 5 , and 
(S0 2 )NR 4 R 5 ; 

R 4 is selected from: hydrogen and Ci-ealkyl; 

R 5 is selected from: Ci^alkyl and Ci^alkylNR^ 7 and; wherein R 4 and R 5 may together 
form a 5- or 6-membered heterocyclic group containing one or more heteroatoms selected 
independently from N and O, wherein said heterocyclic group may optionally be 
substituted by a group Y; 

R 6 and R 7 are independently selected from hydrogen, (CO)C 1 - 6 aUcyl, and wherein R 6 and R 7 
may together form a 5- or 6-membered heterocyclic group containing one or more 
heteroatoms, selected independently from N and O, wherein said heterocyclic group may 
optionally be substituted by a group Y; 

R 8 and R 9 are independently selected from: hydrogen and Ci-6alkyl and wherein R 8 and R 9 
may together form a 5- or 6-membered heterocyclic group containing one or more 
heteroatoms, selected independently from N and O; 

R 10 is selected from hydrogen and Ci^alkyl; 

R 11 is selected from hydrogen, d. 6 alkyl, Ci_ 6 alkylCN, Co^alkylaryl, C 2 ^alkylOR 8 , Ci- 
galkyKCONR^ 7 , C^alkyl(S0 2 )R 6 , Ci^alkyKSO^NR^ 7 , Co^alkylheteroaryl, Co. 
6 alkylC 3 ^heterocyclic group and Ci^alkylNR^ 7 ; and wherein any Co^alkylaryl may be 
substituted by one or more group Z; 

Z is selected from halo, C^alkoxy, OCF 3 and CF 3 ; 

Y is selected from: oxo, C^alkylOR 8 , C^alkyl and C 2 ^alkylNR 8 R 9 ; 
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m is 1 or 2; 
nisi. 

3. A compound according to claim 1 or 2, wherein P is pyridine. 

4. A compound according to any one of claims 1 to 3, wherein R 2 is selected from cyano, 
(CO)OR 10 , and CONR l0 R n . 

5. A compound according to claim 1, wherein R 2 is CONR 10 R n and R 11 is selected from 
hydrogen, C^alkyl, d^alkylCN, Q^alkylOR 8 , Co-ealkylaryl, Co^alkylheteroaryl; and 
wherein any Qwalkylaryl and Co-ealkylheteroaryl may be substituted by one or more group 
Z and wherein Z is selected from Ci^alkoxy, OCF 3 and CF 3 . 

6. A compound according to any one of claims 1 to 5, wherein R 3 is selected from: Q. 
6 alkylNR 4 R 5 , OC 2 *alkylNR 4 R 5 , CONR 4 R 5 , and (S0 2 )NR 4 R s ; and wherein R 4 and R 5 may 
together form a 6-membered heterocyclic group containing one or two heteroatoms 
selected independently from N and O, wherein said heterocyclic group may optionally be 
substituted by a group Y, and wherein Y may be Ci^alkyl. 

7. A compound according to any one of claims 1 to 5, wherein R 3 is selected from: d. 
ealkylNR'R 5 , OC^alkylNRV, CONR 4 R 5 , and (S0 2 )NR 4 R 5 ; and R 5 is C^alkylNR 6 R 7 and 
wherein R 6 and R 7 may together form a 5- or 6-membered heterocyclic group containing one 
or two heteroatoms, selected independently from N and O, wherein said heterocyclic group 
may optionally be substituted by a group Y. 

8. A compound according to any one of claims 1 to 5, wherein R 3 is Ci^alkylNR 4 R 5 and 
wherein R 4 and R 5 may together form a 6-membered heterocyclic group containing one or 
two heteroatoms selected independently from N and O, wherein said heterocyclic group 
may optionally be substituted by a group Y and wherein Y may be Ci^alkyl or oxo. 
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9. A compound which is 

2-Hydroxy-3-{ 5-[(4-me^ 
hydrochloride; 
6-(6-Cyano-2-hydroxy-liW^ 
hydrochloride; 

6<6-Cyano-2-hydroxy-l#4ndol^ 

hydrochloride; 

6<6-Cyano-2-hydroxy-li^ 

hydrochloride; 

6<6-Cyano-2-hydbroxy-lff-indol-3^ 
hydrochloride; 

2- Hydroxy-345-(piperazine-l-sulfo^ 
hydrochloride; 

3- [5_({442-(Dipropylamino)ethyl]piperazin-l-yl}sulfonyl)p^ 
indole-6-carbonitrile hydrochloride; 

2-Hydroxy-3-(5-{ [4-(2-morph 
indole-6-carbonitrile hydrochloride; 

2-Hydroxy-3-(5-{[4-(2-pyrrohdin-l-ylethyl)piperazin-l-yl]su 
indole-6-carbonitrile hydrochloride; 

2-Hydb:oxy-3-(5-{[4-(2-methoxyethyl)piperazin-l-yl]sulfonyU 
carbonitrile hydrochloride; 

2-Hydroxy-iV-(3-methoxypropyl)-3- { 5-[(4-methylpiperazin-l-yl)sulfonyl]pyridin-2-yl } - 
lH-indole-5-carboxamide hydrochloride; 
2-Hydroxy-i\H2-methoxyethyl)^^ 
carboxamide hydrochloride; 

2-Hydroxy-3-[5-(morphoUn^-ylmethyl)pyridin-2-yl]-AT^ 
carboxamide hydrochloride; 
2-Hydroxy-3-[5-(morphoUn^ 
carboxamide hydrochloride; 
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2-Hydroxy-3-[5^moipho^ 
lH-indole-S-carboxamide hydrochloride; 
jV^2KAcetylannno)ethyl]-2-hydro^ 
5-carboxamide hydrochloride; 
2-Hy<koxy-iV-(2-methoxyben^^ 
carboxamide hydrochloride; 
2-Hydroxy-3-[5-(morphohn^-ylm^ 
indole-5-carboxamide hydrochloride; 
2-Hycfroxy-3-[5-(morphohn-4-yl^^ 
indole-5-carboxamide hydrochloride; 
2-Hydroxy-3-[5<morphoUn-4-yb^^ 
indole-5-carboxamide hydrochloride; 

2- Hydroxy-3-[5<morphohn-4-ylmeto^^ 
indole-5-carboxamide hydrochloride; 

3- {54(Diethylanuno)methyl]^ 
carboxamide hydrochloride; 
3-{5-[(Diethylannno)me^^ 
5-carboxamide hydrochloride; 
3-{ 5-[(Diethylammo)^^ 
carboxamide hydrochloride; 
2-Hydroxy-3-[5<morpholin-4-yta^ 
indole-5-carboxamide hydrochloride; 
jV-Benzyl-24iydroxy-3-[5-(morphoto^ 
hydrochloride; 

2-Hyctoxy-3-[5Kmorpholin-4-ylmethyl)pyridm-2-yU 
hydrochloride: 

2-Hydroxy-AK2-methoxypte 
lH-indole-5-carboxamide hydrochloride; 
2-Hydroxy-i\H4-methoxyphen^^^ 
lif-indole-5-carboxamide hydrochloride; 
2-Hydroxy-3-{5-[(4-methylp^ 
lH-indole-5-carboxamide hydrochloride; 
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2-Hydroxy-3-{5-[(4-methylpiperazm^^ 
l#4ndole-5~carboxamide hydrocWoride; 
2-Hydroxy-3-{5-[(4-methylpiperazin-l-yl)sulfonyl]pyridin 
lH-indole-5-carboxamide hydrochloride; 

N42KAminosulfonyl)ethyl]-2-hydroxy-3-[5-(morpholin . 

indole-5-carboxamide hydrochloride; 

2-Hydroxy-iV-[2-(methylsulf^^^ 

indole-5-carboxamide hydrochloride; 

3K5-Cyanopyridin-2-yl)-2-hycta 

indole-5-carboxamide hydrochloride; 

2-Hydroxy-3-[5-(morphoUn^ylm^^ 

hydrochloride; 

2-Hydroxy-3-{54(4-methylpipera^^ 
hydrochloride; 

2-Hydroxy-3-{5-[(4-methylpiper^ 
carboxamide hydrochloride; 

2-Hydroxy-3-{5-[(4-methylpiperazin-l-yl)sulfonyl]pyridm^ 

carboxamide hydrochloride; 

345_({4-[2-(Dimethylamm 

indole-6-carbonitrile hydrochloride; 

2-Hydroxy-N-(2-methoxyethyl)^ 

hydrochloride; 

iV-(2-Cyanoethyl)-2-hycto^ 

carboxamide hydrochloride; 

2-Hy<froxy-iV-[2<l/Wmi<^ 

2-yl}-li?4ndole-5-carboxamide hydrochloride; 

j\r-Benzyl-2-hydroxy-3-{ 5-[^^ 

carboxamide hydrochloride; 

2-Hydroxy-3-{5-[(4-methylpiperaz^^ 

carboxamide hydrochloride; 

2-Hydroxy-N^2-methoxyethyl)-3-{54(^ 

indole-5-carboxamide hydrochloride; 
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N-[2-(Dimethylaimno^ 

yl }-ljff-indole-5^arboxamide hydrochloride; 

3-(5-Cyanopyridin-2-yl)-2-hydroxy-^ 

hydrochloride; 

2-Hydroxy-3-[5-(piperidin-l-ylmefo^ 
hydrochloride; 
2-Hydroxy-iV-methyl-3-[5^ 
hydrochloride; 

6-Bromo-2-hycfroxy-N-me1hyl-3-^^ 
indole-5-carboxamide hydrochloride; 
6-Bromo-2-hydroxy-iV-isopropyl-3^ 
ljH-indole-5-carboxamide hydrochloride; 

6-Bromo-2«hydroxy-iV-(2-methoxyethyl)-3-{5-[(4-methylpiper^ 
2-yl } -lff-indole-5-carboxamide hydrochloride; 
6-Bromo-2-hydroxy-3-{ 5-[(4-methylpiperazin-l-yl)sulfonyl]pyridm 
(tetxahydrofiiran-2-ylmeth^^^^ hydrochloride; 
6-Bromo-2-hydroxy-3-{ 5-[(4-meth^^ 

pyrrohdin-l-ylethyl)-lif-indole-5-cart>oxamide hydrochloride; 

iV-[3-(Pime1ftylaimno)p^ 

2-yl } - 1 #-indole-5-carboxamide hydrochloride; 

2-Hydroxy-iV-(2-methoxyethy^ 

carboxamide hydrochloride; 

2-Hydroxy-3- { 5-[(4-methylpiperazin-l-yl)sulf onyl]pyridin-2-yl } -iV-pyridin-3-yl-lff- 
indole-5-carboxamide hydrochloride; 

2-Hydroxy-iV-(2-methoxybenzylamide)-3- { 5-[(4-methylpiperazin-l-yl)sulfon]pyridin»2- 

yl}-li?-indole-5-carboxamide hydrochloride; 

2-Hydroxy-iV-(3-metfioxybenzylam 

yl}-li/-indole-5-carboxamide hydrochloride; 

2-Hydroxy-3-{5-[(4-methyl^ 

yl)-lif-indole-5-carboxamide hydrochloride; 

2-Hydroxy-iV-(4-methoxybenzylai^ 

yl }-lH-indole-5-carboxamide hydrochloride; 
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AKCyanomethyl)-2-hy^ 
cafboxamide hydrochloride; 
i\^(2-Furylme^ 
carboxamide hydrochloride; 
5 2-Hydroxy-3-{5-[(4-methylpipe^ 
hydrochloride; 

2-Hydroxy-3-[5Kpiperidin-l-ylme^ 
hydrochloride; 

2-Hydroxy-3- { 5^(3-oxopiperazin^ 
10 hydrochloride; 

2- Hydroxy-3-[6-(2-morphoBn^-yte^ 
hydrochloride; 

3- { 6-[2-(Dusopropylamino)ethoxy]py^^ 
hydrochloride; 

is 2-Hyckoxy-3-{5-[(4-methylpipera^ 

acid hydrochloride; 

2-Hydroxy-3- { 5^(4-methy^ 

yl)propyl]-liWndole-5-carboxamide hydrochloride; 

2-Hydroxy-3-{5^(4-methylpiperazin-l-yl)siilfonyl]pyridin^ 
20 indole-5-carboxamide hydrochloride; 

2-Hydroxy-3-{5-[(4-methylpiperaz^^ 

oxourridazohdin-l-yl)ethy^ hydrochloride; 

2-Hydroxy-3-{5-[(4-methylpipe^ 

li/-indole-5-carboxamide hydrochloride; 
25 iV-[2^Ace1ylamino)ethyl]-2-hydroxy-3-{5-[(4-methylpiperaz^ 

yl } - lff-indole-5-carboxamide hydrochloride; 

JV-(2-Cyanoethyl)-2-hydroxy-3- 

indole-5-carboxamide hydrochloride; 

jV-[2-(Aminosulfonyl)eft^^ 
30 yl } - lff-indole-5-carboxamide hydrochloride; 

iV-(Cyanomethyl)-2-hydroxy-3-^ 

indole-5-carboxamide hydrochloride; 
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2-Hydroxy-3-[5-(4-me^ 
carbamoylmethylamide hydrochloride; 

2- Hydroxy-3- { 5-[(4-methylpiperazin-l-yl)sulfc^ 
(methylsulfonyl)ethylH^ 

Methyl 3-fluoro-345-(moipho 
hydrochloride; 

3- (5-Diethylaminomethyl-pyridin-2-yl)-2-hydroxy- acid (2- 
methanesulfonyl-ethyl)-amide hydrochloride; 

as a free base or another salt than hydrochloride, or a tautomer thereof; 

2-Hydroxy-3-{54(4-methylpiper^ 
3_(4-Cyanopyridin-2-yl)-2-hyto 

2-Hydroxy-3-[5K4-methylpiperazine-^^ acid 
(2-carbamoylethyl)amide; 

2-Hydroxy-3-[5-(4-methyl-piperazin-l-ylmethyl)-pyridin^ 
acid methyl ester; 

2-Hydroxy-3-[5-(4-methyl-piperazin-l-ylmethyl)-pyri 
acid (thiophen-2-ylmethyl)-amide dihydrochloride; 
2-Hydroxy»3-[5-(4-methyl-piperazin-l-ylmethyl)-pyridin- 
acid benzylamide dihydrochloride; 

as a free base or a salt, or a tautomer thereof. 

10. A compound according to claim 9, which is in the form of a pharmaceutical^ 
acceptable salt. 

11. A compound which is 

6-Chloronicotinic acid 1 -oxide; 
Ethyl 6-chloronicotinate 1-oxide; 

l-[(6-Chloro-l-oxidopyridin-3-yl)carbonyl]^methylpiperazine; 
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tert-Buiyl 4-[(6-chloropyridin-3-yl)sulfonyl]piperazine-l-carboxylate ; 

(2-{4-[(6-CMoropyridin-3-y^ 

4-(2-{4-[(6-Chloropyridin-3^ 

H(6-Chloropyridin-3-yl)su^^ 

1- [(6<?hloropyridin-3-yl)sulfo^ 
6-CMoro-iV-(2-pyrroti 

(2-{4-[(6-Chloropyridin-3-yl)sulfonyl]piperazin-l-yl}ethyl)dim 

2- Oxo-iV-(pyricKn-2-ylmethyl)indoUne-5^arboxainide; 
2-Oxo-N-(2-tWenylmethyl)indoUne-5-carboxamide; 
2-Oxo-iV-[2-(2-oxoimidazoUdin-l-yl)ethyl]indoline-5-carboxai^ 
7^-[2-(Acetylamino)ethyl]-2-oxoindoUne-5-carboxainide; 
iV-(3-Methoxypropyl)-2-oxoindoUne-5-carboxairiide; 
6-Bromo-i\^isopropyl-2-oxoindoline-5-carboxainide; 
6-Bromo-iV-(2-methoxyethyl)-2-oxoindoline-5-carboxaniide; 
6-Bromo-2-oxo-N-(tetrahydroft^^ 
6-Bromo-2-oxo-iV-(2-pyrrott 
i\^[3-(Dimethylamino^^^ 

iV^-(2-Mel!ioxybeiizyl)-2-oxoindoUne-5-carboxainide; 

^-(S-Metlioxybenzy^^-oxoindoUne-S-carboxainide; 

iV-(4-Methoxybenzyl)-2-oxoindoUne-5-carboxamide; 

2-Oxo-iV-(tetrahydro-2^ 

iV-Benzyl-2-oxoindoline-5-carboxamide; 

iV-(2-Methoxye1hyl)-2-oxoindoHne-5^arboxamide; 

2-Oxo-iV~propylindoline-5-carboxamide; 

iV-[2-(Dimethylairdno)ethyl]-2-oxoindolin 

^-(2-Cyanoethyl)-2-oxoindoline-5-carboxainide; 

4-[(6-CMoro-l-oxidopyridin-3-yl)methyl]morpholin 

4-[(6-CMoropyridin-3-yl)sulfonyl]morpholine; 

iV-[(6<:Moro-l^xidopyridin-3-y^ 

l-[(6-(^oro-l-oxidopyri(Mn-3-yl)methyl]^methylpiperazine; 

l-[(6^Moro-l-oxidopyridine-3-yl)methyl]piperidine; 

4-[(6-Chloro-l-oxidopyridin-3-yl)methyl]piperazin-2-one; 
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2-[(4-Methylp^^ 
4-{2-[(6-Chloropyrimidin^ 

N- { 2- [(6-CWoropyrimidin-4-yl)oxy]ethyl } -N-isopropylpropan-2-amine; 
Ethyl 6-(6-cyano-2-hydroxy-l£T-indol-3-yl)nicotinate; 
Methyl 2-hydroxy-3-[5-(morphoHn^ 

Methyl 3-{ 5-[(diethylamino)methyl]pyridin-2-yl}-2-hydroxy-lH4nd 

Methyl 2-hydroxy-3- { 5-[(4-methylpiperazin- l-yl)sulf onyl]pyridin-2-yl } - lff-indole-5- 

carboxylate; 

2-Hydroxy-3-{5-[(4-methylpiperazin-l-yl)sulfonyl]pyri^ 
acid; 

Methyl 3-(4-cyanopyridin-2-yl)-2-hydroxy-lfJ r -indole-5-carboxylate; 
as a free base or a salt, or a tautomer thereof. 

12. A pharmaceutical formulation comprising as active ingredient a therapeutically 
effective amount of the compound according to any one of claims 1 to 10 in association 
with pharmaceutically acceptable carriers or diluents. 

13. The pharmaceutical formulation according to claim 12 for use in the prevention and/or 
treatment of conditions associated with glycogen synthase kinase-3. 

14. A compound as defined in any one of claims 1 to 10 for use in therapy. 

15. Use of a compound according to any one of claims 1 to 10 in the manufacture of a 
medicament for prevention and/or treatment of conditions associated with glycogen 
synthase kinase-3. 

16. Use of a compound according to any one of claims 1 to 10 in the manufacture of a 
medicament for prevention and/or treatment of dementia, Alzheimer's Disease, 
Parkinson's Disease, Frontotemporal dementia Parkinson's Type, Parkinson dementia 
complex of Guam, HIV dementia, diseases with associated neurofibrillar tangle pathologie 
and dementia pugilistica. 
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17. The use according to claim 16 wherein the prevention and/or treatment is for 
Alzheimer's Disease. 

18. Use of a compound according to any one of claims 1 to 10 in the manufacture of a 
medicament for prevention and/or treatment of amyotrophic lateral sclerosis, corticobasal 
degeneration, Down syndrome, Huntington's Disease, postencephelatic parkinsonism, 
progressive supranuclear palsy, Pick's Disease, Niemann-Pick's Disease, stroke, head 
trauma and other chronic neurodegenerative diseases, Bipolar Disease, affective disorders, 
depression, schizophrenia, cognitive disorders, hair loss, contraceptive medication and 
Type I and Type II diabetes, diabetic neuropathy and diabetes related disorders. 

19. Use of a compound according to any one of claims 1 to 10 in the manufacture of a 
medicament for prevention and/or treatment of predemented states, Mild Cognitive 
Impairment, Age- Associated Memory Impairment, Age-Related Cognitive Decline, 
Cognitive Impairement No Dementia, mild cognitive decline, mild neurocognitive decline, 
Late-Life Forgetfulness, memory impairment and cognitive impairment, vascular 
dementia, dementia with Lewy bodies, Frontotemporal dementia and androgenetic 
alopecia. 

20. Use of a compound according to any one of claims 1 to 10 in the manufacture of a 
medicament for prevention and/or treatment of bone-related disorders. 

21. A method of prevention and/or treatment of conditions associated with glycogen 
synthase kinase-3, comprising administrering to a mammal, including man in need of such 
prevention and/or treatment, a therapeutically effective amount of a compound of formula 
la or lb as defined in any one of claims 1 to 10. 

22. A method of prevention and/or treatment of dementia, Alzheimer's Disease, 
Parkinson's Disease, Frontotemporal dementia Parkinson's Type, Parkinson dementia 
complex of Guam, HIV dementia, diseases with associated neurofibrillar tangle 
pathologies and dementia pugilistica, comprising administrering to a mammal, including 



WO 2005/027823 



114 



PCT/SE2004/001363 



man in need of such prevention and/or treatment, a therapeutically effective amount of a 
compound of formula la or lb as defined in any one of claims 1 to 10. 

23. The method according to claim 22, wherein the prevention and/or treatment is for 
Alzheimer's Disease. 

24. A method of prevention and/or treatment of amyotrophic lateral sclerosis, corticobasal 
degeneration, Down syndrome, Huntington's Disease, postencephelatic parkinsonism, 
progressive supranuclear palsy, Pick's Disease, Niemann-Pick's Disease, stroke, head 
trauma and other chronic neurodegenerative diseases, Bipolar Disease, affective disorders, 
depression, schizophrenia, cognitive disorders, hair loss, contraceptive medication, Type I 
and Type II diabetes, diabetic neuropathy and diabetes related disorders,comprising 
administrering to a mammal, including man in need of such prevention and/or treatment, a 
therapeutically effective amount of a compound of formula la or lb as defined in any one 
of claims 1 to 10. 

25. A method of prevention and/or treatment of predemented states, Mild Cognitive 
Impairment, Age- Associated Memory Impairment, Age-Related Cognitive Decline, 
Cognitive Impairement No Dementia, mild cognitive decline, mild neurocognitive decline, 
Late-life Forgetfulness, memory impairment and cognitive impairment, vascular 
dementia, dementia with Lewy bodies, Frontotemporal dementia and androgenetic 
alopecia, comprising administrering to a mammal, including man in need of such 
prevention and/or treatment, a therapeutically effective amount of a compound of formula 
la or lb as defined in any one of claims 1 to 10. 

26. A method of prevention and/or treatment of bone-related disorders, comprising 
administrering to a mammal, including man in need of such prevention and/or treatment, a 
therapeutically effective amount of a compound of formula I as defined in any one of 
claims 1 to 10. 

27. A process for the preparation of a compound of formula la according to claim 1, 
wherein P, R 1 , R 2 and R 3 , m and n, unless otherwise specified, are defined in claim 1, 
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comprising reacting a compound of formula A, wherein L 1 is a leaving group, with a 
compound of formula D to form a compound of formula la; 




(A) (D) da) 



said reaction being carried out in an appropriate solvent at a temperature between +10 °C 
and +150 °C. 

28. A process for the preparation of a compound of formula la according to claim 1, 
wherein R 1 , R 2 and R 3 and m, is as defined in claim 1, and halo is halogen, unless 
otherwise specified, comprising reacting a compound of formula B with a compound of 
formula D to form a compound of formula la; 




(B) (D) (la) 

said reaction being carried out in an appropriate solvent at a temperature between +10 °C 
and +150 °C. 
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29. A process for the preparation of a compound of formula la according to claim 1, 
wherein R 3 is CONR 4 R 5 , comprising reacting a compound of formula XIX, wherein R 4 is 
Ci-ealkyl, with the appropriate amine HNR^R 5 , to form a compound of formula la; 




said reaction being carried out by; 

i) reacting the compound of formula XIX with the appropriate amine RVNH in a suitable 
solvent in the presence of a suitable reagent at a reaction temperature between 0 °C and 
reflux or, 

ii) reacting the compound of formula XIX with the appropriate amine R^NH neat or in a 
suitable solvent with or without a suitable base or an alkylamine base at a temperature 
between -20 °C and +150 °C. 

30. A process for the preparation of a compound of formula la according to claim 1, 
wherein R 2 is CONR 10 R U , comprising amidation of a compound of formula C, wherein R 4 
is Ci-6alkyl, to form a compound of the formula la; 
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said reaction being carried out with the appropriate amine HNR 10 R n in a suitable solvent 
in the presence of trimethylalurninum and at a reaction temperature between -10 °C and 
reflux. 

31. A process for the preparation of a compound of formula la according to claim 1, 
wherein R 2 is CONR 10 R n , comprising amidation of a compound of formula E, to form a 
compound of the formula la, with the appropriate amine HNR 10 R n ; 




(E) da) 



carried out by activation of the acid function in a compound of formula E with; 
a) a halogenation reagent in a suitable solvent at a temperature between 0 °C and +80 °C, 
followed by the reaction with the appropriate amine HNR 10 R 11 in a suitable solvent with or 
without a suitable base at a temperature between -20 °C and +80 °C, or, 
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b) a coupling reagent where the reaction is carried out in a suitable solvent at a temperature 
between +20 °C and +130 °C, followed by addition of the appropriate amine HNR 10 R n . 



32. A process for the preparation of a compound of formula la according to claim 1, 
wherein R 3 is Ci^alkylNR 4 R 5 , comprising fluorinating a compound of formula XXIa to 
form a compound of formula lb. 




(XXIa) (lb) 

said reaction being carried out in an appropriate solvent in the presence of a suitable 
fluorinating reagent and a suitable base at a reaction temperature between -40 °C and +80 
°C. 



33. The use of the intermediates according to claim 11 for the preparation of a compound 
of formula la or lb as defined in any one of claims 1 to 10. 



